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~ FOGD )AND DRUG :
- Redeaeeh L ABORATORIES, INC.

WAVERLY DIVISION
Route 17

. . ' P.0. Box 107 .
: FINAL ’ ] WMrly’,‘Now York 14892
RERBORT | ) st

Submitted to: DHEW/Public Health Service Date
. Food and Drug Administration CA-272 :
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1573 p
- Contract No. FDA 71-260

August 20, 1973

Sample: Clear light yellow liquid

Marking: FDA 71-73 (Hansen's; Starter distillate)

. Examination Requested: Teratologic evaluation of FDA 71-73 in mice.

Procedure: See Appendix 1

0O -
Results: See Tables 1 through 4 and Appendix II
Conclusion:

On the basis of the data presented hereln, the follow1ng
conclusion appears to be warranted:

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurrlng spontaneously in
the sham-treated controls."

FOOD and DRUG RESEARCH LABORATORIES, INC.

Kenneth Morgareidge, Ph.D. ¥
Vice President

This report Is submitted for the oxcluslvo use of the person, partnership, or corporation to whom it is addressed, and neither ths report nor the name of these
Laboratories nor of any members of its staff, may be used in connection with the advertising or sale of any product or process without written authorization.



FOOD AND DRUG RESEARg;)LABORATORIES,

Groups: 291 through 296

Material : FDA 71-73

Table 1

Fate Summary
{ Mice )

INC.

Date:_ July 23, 1973

Laboratory No. :

1573 p

** Administered as a water solution (Se

1) Includes _all dams examined at term

e Appendix I); 10 ml i)er kg of body weight

Group Material Dose** Total Surviving at Term .
mg/kg Mated Pregnant Total Pregnantl
291 Sham 0.0 25 21 25 21
292 Aspirin* 150.0 25 23 25 23
2903 FDA 71-73 16.0 25 24 25 24
294 FDA 71-73 74.3 ) 25 21 25 © 21
295 FDA 71-73 345.0 30 21 30 21
296 FDA 71-73 1600.0 25 , 23 25 23
% pogitive Control: 150.0 mg/kg
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-j) . FOOD AND DRUG RESEARK::)ABORATORIES, INC. ' ”i:)

Group: 291 through 296 : Date:_July 23, 1973
» ' Table 2 :

Material: FDA 71-73 . ' Reproduction Data Laboratory No.__ 1573 ﬁ :
' ( Mice ) ‘

Group: ‘ 291 292 293 294 295 296
Dose (mg/kg): . Sham Aspirin** 16.0 74.3 345.0 1600.0
Pregnancies
Total No. 21 23 24 21 21 23
Died or Aborted (before Day 17) 0 0 : 0 o 0 0
To term (on Day 17) 21 23 24 21 ‘21 23
Live Litters
Total No.* ’ , 21 23 : 24 21 21 23
Implant Sites .
Total No.- _ 241 258 284 245 = 245 261
*  Average/dam* 11.5 11.2 -11.8 11.7 11.7 11.4
Resorptions . :
Total No.* <2 10 _ 11 10 9 7
Dams with 1 or more sites resorbed 2 9 6 8 8 6
‘Dams with all sites resorbed - - o - - - —
Per cent partial resorptions 9.52 39.1 25.0 38.1 38.1 26.1
Per cent complete resorptions - - - - . - -
Live Fetuses ’ : :
Total No. ' o 235 248 269 233 - 232 253
Average/dam¥ 11.2 . 10.8 11.2 11.1 11.1 11.0
Sex ratio (M/F) 0.82 0.76 0.81 0.74 0.97 0.96
Dead Fetuses ) .
Total* : 4 - 4 2 T4 1
Dams with 1 or more dead N - 3 2 4 : 1
Dams with all dead - - - - - -
Per cent partial dead 19.1 - 12.5 9.52 . 19.1 - 4,35
Per cent all dead -- - - - - -
Average Fetus Weight, g 0.92 0.84 . 0.87 0.91 0.85 0.93

* Includes only those dams examined at term.
%k Dacitiva Cantranl: 150.0 ma/ka



FOOD AND DRIG RESEARCH LABORATORIES, INC.

. ('\ Groups 291 through 296 Laboratory No.\ 1573 p
' Table 3
Material FDA 71-73 Date _ July 23, 1973
Summary of Skeletal Findings®
( Mice )

. Group No.: 291 292 293 294 295 296
FPindings
Dose (mg/kg) : Sham Aspirin** 16.0 74.3 345.0 1600.0

Live F etuses Examined 163/21 175/23 189/24‘ 163/21 162/21 178/23
(at term)

Sternebrae
Incomplete ossS. 9/5 97/22 27/14 14/9 13/10 23/9
Scrambled
Bipartite 6/5 3/3 9/6 8/6 8/6 6/6
Fused 1/1
Extra .
Missing 15/11 45/15 26/12 15/9 26/15 11/7
Other 1/1

Ribs
Incomplete oOss. 1/1
Fused/split

Wavy . 1/1

€ ) Less than 12
MO;e than 13 29/15 44/17 45/21 44/13 40/15 43/20
Other :

Vertebrae

i Incomplete oss. 1/1 3/2 4/4 2/1 5/5 2/2
; Scrambled

o . Fused

; . Extra ctrs. oss.

" Scoliosis

Tail defects

Other

Skull
Incomplete closure
Missing :
Craniostosis
Other

L Extremities : v

; Incomplete oss. 1/1 7/5 5/4 1/1 6/6 2/2
Missing :
Extra

Miscellaneous
Hyoid; missing 52/18 42/17 38/17 25/12 38/16 46/18

Hyoid; reduced 14/8 23/13 25/16 11/8 18/12 10/7

* Numerator=Number of fetuses affected; Denominator=Number of litters

** positive control: 150.0 mg/kg vaffected.



FOOD AND DRUG -PESEARCH LABOFRATORIES, INC.

Groups 291 through 296

Material FDA 71-73

Date_ _July 23, 1973

Laboratory No.1573 P

Table 3-a
Summary of Soft Tissue Abnormalities
(Mice)
Group Material Dose Level Dam Number of Description
mg/kg Pups

None Observed
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FOOD AND DRUG RESEARCH LABORATORIES, INC.
Groups_291 through 296 Date_ g1y 23, 1973
Table 4 » :
Species Mice Laboratory No. 1573 p
Average Body Weights*
------------------------- Day-==-cerrcccc e
Group Material Dose
Level 0 6 11 15 17%%
mg/kg  mmmmem—meceesecee—eeoeoo- B ittty
291 . Sham 0.0 30.6 33.1 37.3 45.0 51.2 (21)
292 . hspirin*** 150.0 29,1 31.7 34.7 41.4 47.0 (23)
.293 FDA 71-73 16.0 30.2 32.3 36.1 44.1 50.3 (24)
294 FDA 71-73 74.3 32.9 34.3 38.4 46.9 153.0 (21)
295 FDA 71-73 345.0 28.5 32.1 36.1 42.3 49.7 (21)
296 FDA 71-73 1600.0 29.5 32,7 37.6 '45.6 51.3 (23)

* Of pregnant dams

*%* Number of surviving dams in’parenfheses (c.f; Table 1)
*** pogitive control: 150.0 mg/kg
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Appendix I

Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature and humidity-
controlled quarters with free accesé to féod and fresh tap water.
They were mated with young adult males, and obsérvation of the
vaginal sperm plug was conéideréd Day 0.of gestation. Beginning
on Day 6 and continuin§ daily through Day 15 of gestgtion, the
females were dosed with the indicated dosages by oral intubation;
the controls were sham treated. h

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily for appearance and

behavior with particular attention to food consumption and weight,

in order to rule out any abnormalities which may have occurred as a

result of anorexic effects in the pregnant female animal.

On Day 17 all dams were subjected to Caésarean section under
surgical anesthesia, and the numbers of implantation sites,
resorption sites, and live and dead fetuses were recorded. The body
weights of the live pups were also recorded. ‘The urogenital tract
of each dam was examined in detail for anatomical normality. |

All fetuses were examined grdssly_for the presence of external
congenital abnormalities. One-third of the fetuses of each litter

underwent detailed visceral examinations employing the Wilson.l

.technique. The remaining two-thirds were cleared in potassium

hydroxide (KOH), stained with alizarin red S dye and examined for

skeletal defects.




FOOD AND DRUG RESEARCH LABOFRATORIES, INC.

Group 291 Date_ July 23, 1973

Appendix II

Material Sham : : - Laboratory No._1573_
Reproduction Data in Mice (Individual) : ’

Dose____ 0.0 mg/kg .

pam No. Fate* " Implant Fetuses Sex Resorption: Average Fetus Remarks
Sites Alive Dead M P Sites Weight (g)

s 3936 NP 0 ' _ —

s 3937 P 11 10 6 4 1l 0.93

s 3938 P 11 1 5 6 0.88

S 3939 P 10 10 3 7 0.87

S 3940 . P 12 11 1 ) 5 0.97

S 3941 P 9 ’ 9 5 4 0.82

S 3942 P 10 10 4 6 0.92

'S 3943 P 10 9 1l ‘3 6 0.88

S 3944 P 12 12 4 8 0.83

S 3945 P 13 13 5 8 0.88

S 3946 P 15 15 7 8 0.99 -

S 3947 P 13 13 6 7 0.81

S 3948 P 10 10 5 5 0.80

S 3949 NP 0 . . ———

S 3950 P 11 ' 11 4 7 0.98

S 3951 NP 0 : | mm———

S 3952 P 13 13 5 8 0.84

8§ 3953 P 15 15 8 7 0.89

S 3954 P 11 11 4 7 1.23

S 3955 P 16 15 1l 8 7 0.98

S 3956 P 12 12 4 8 . ‘ 0.97

S 3957 P 10 9 » S 4 1 1.08.

S 3958 P 12 11 1l 7 5 0.84

S 3959 NP o : ———

S 3960 P 5 5 2 3 0.87

L4

* p = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.-

Grou 2 .
P 29 Appendix II ‘Date__ July 2?, 1973

Material_ Aspirin : _ : Laboratory No._ 1573
' Reproduction Data in Mice (Individual) A

Dose 150.0 mg/kg

pam No. Fate* " Implant Fetuses Sex Resorption: Average Fetus Remarks

Sites Alive Dead M F Sites Weight (g)

A 3936 P 12 12 8 4 0.94

A 3937 P 12 12 3 9 0.75

A 3938 . P 9 8 - 4 4 1 0.80

A 3939 P 9 8 7 1 1 0.81

A 3940 P 10 10 4 6 0.80

A 3941 P 1i 11 5 6 . 1.20

A 3942 ‘P 11 10 6 - 4 1 0.79 -

A 3943 P 13 13 5 8 0.74

A 3944 P 12 11 4 7 1 0.84

A 3945 P 11 11 3 8 0.85

A 3946 P 8 8 3 5 0.72 .

A 3947 P 4 4 2 2 0.92

A 3948 3 14 14 6 8 0.91

A 3949 P 9 9 5 4 0.71

A 3950 NP - 0 ; ——

A 3951 NP 0 ‘ ————

A 3952 P 12 11 6 5 1 0.91

A 3953 P 15 14 4 10 1 0.79

A 3954 P 11 11 5 6 - 0.91

A 3955 P 12 12 6 6 0.84

A 3956 P 14 ' 14 4 10 0.98

A 3957 P 12 11 3 8 1 0.68

A 3958 P 11 11 S 6 0.73

A 3959 P 15 14 6 8 1 : 0.81

A 3960 P 11 "9 3 6 2 0.83

* p = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

G , 197
roup 293 _ Appendix II - . Date July 23, 1973

Material FDA 71-73

: : Laboratory No._ 1573
Reproduction Data in Mice (Individual) :

Dose 16.0 ma/kg
Dam No. Fate* Implant Fetuses Sex Resorption-: Average Fetus Remarks
. Sites Alive  Dead M F Sites Weight (g)
. P 3001 P 17 17 6 11 0.91

. P 3002 P 6 6 2 4 0.95
P 3003 P 12 12 - 5 7 0.83
P 3004 P 10 10 3 7 0.80
P 3005 P 10 . 10 TRk 2%k 0.81
P 3006 P 15 15 7 8 0.81
P 3007 P 15 14 6 8 1 0.82
P 3008 P 11 11 5 6 0.77
P 3009 P 10 10 5 S 0.84
P 3010 P 12 12 5 7 0.84
P 3011 P 12 12 . 4 8 0.83 .
P 3012 P 12 7 -2 3 4 3 0.98
P 3013 P 17 14 1 7 7 2 0.84
P 3014 P 5 AR & A 6 5 1.20
P 3015 P 13 13 7 6 0.91
P 3016 NP 0 ——

. P 3017 P 12 12 6 6 0.79
P 3018 P 7 7 2 5 0.95
P 3019 P 13 12 4 8 1 0.78
P 3020 P 12 10 | 7 3 1 0.91
P 3021 P 12 12 4 8 0.82
P 3022 P 11 11 8 3 0.98
P 3023 P 11 8 4 4 3 0.88
P 3024 P 10 10 4 6 0.81
P 3025 P 13 13 3 10 0.71

* p = Pregnant; NP = Not Pregnant
** Not all recprded.



FOOD AND DRUG RESEARCH LABORATORIES, INC.-

.

Grou 294
P 29 Appendix II Date_ July 23, 1973

Material_ ppa 71-73

: : : Laboratory No._ 1573 p -
Reproduction Data in Mice (Individual) A

Dose 74.3 mg/kg

Dam No. Fate* " Implant Fetuses Sex Resorption: Average Fetus Remarks
Sites Alive Dead = M - F Sites Weight (qg)

P 3031 P 12 12 4 8 0.84

P 3032 P 11 11 4 7 0.98 ,

P 3033 P 11 10 5 5 1 0.91

P 3034 P 13 12 1 6 6 _ 0.90

P 3035 P 11 10 3 7 -1 _ 0.90

P 3036 NP 0 ' ———

P 3037 ‘P 10 8 3 5 2 0.89

P 3038 P 10 10 5 5 ' 0.87

P 3039 P 4 4 1l 3 0.86

P 3040 P 7 7 3 4 0.89

P 3041 P 12 12 5 7 0.93 .

P 3042 P 13 13 5 8 : 1.24

P 3043 P 10 9 3 6 1 ‘ 0.87

P 3044 NP 0 : ——

P 3045 P 17 15 7 8 2 0.85

P 3046 P 13 .13 6 7 ' 1.18

P 3047 NP 0 : : s

P 3048 P 14 13 9 1 0.79

P 3049 P 13 12 1 10 2 ' 1.00

P 3050 P 15 15. 6 9 0.88

P 3051 NP 0 ' ——

P 3052 P 13 “12 7 5 1 0.81

P 3053 P 12 12 3 9 0.75

P 3054 P 9 8 .3 5 1 ' 0.92

P 3055 P 15 15 6 9 0.87

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.-

295 » y 23,1
Group Appendix II Date July 23, 1973
lMaterial FDA 71-73 ' Laboratory No._ 1573 p

Reproduction Data in Mice (Individual)

Dose 345.0 mg/kg
Dam No. Fate¥* " Implant Fetuses Sex Resorption- Average Fetus Remarks
Sites Alive Dead M P Sites Weight (g)
P 3061 P 12 ~ 10 5 2 0.87
P 3062 P 12 12 5 7 0.74
P 3063 NP 0 ———
P 3064 NP 0 ‘ —
P 3065 12 12 ' 7 5 : 0.85
P 3066 P 11 11 6 5 0.82
P 3067 P 9 ' 9 5 4 - 0.93
P 3068 P 10 10 4 . 6 0.89
P 3069 P 7 6 3 3 1l ' 0.85
P 3070 NP 0 ———
P 3071 P 13 12 4 8 1l 0.80
P 3072 NP o
P 3073 NP 0 ———
P 3074 NP 0 ———
P 3075 NP 0 —————
P 3076 NP 0 ———
P 3077 P 11 11 6 5 0.85
P 3078 P 17 15 1 5 10 1 . 0.79
P 3079 P 11 10 1 2 8 0.72
P 3080 P 13 13 8 5 0.96
P 3081 P 13 : 12 1 6 6 0.77
P 3082 P 15 14 ' 9 5 1l 0.84
P 3083 P 11 10 1 7 3 0.84.
P 3084 P 14 13 9 4 1l 0.85
P 3085 P 7 7 L LA ‘ 0.98%*
P 3086 P 11 11 5 6 0.85
P 3087 P 12 12 6 6 0.89
P 3088 P 12 11 5 6 1 . 0.88
P 3089 NP 0 : ———
P 3090 P 12 11 5 6 1 0.86
* P = Pregnant; NP = Not Pregnant
** Not all recorded.
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Group 296

Material ppa 71-73

FOOD AND DRUG RESEARCH LABORATORIES, INC. "

Appendix II

(Individual)

D,

Date__ July 23, 1973
Laboratory No} 1523 p

Reproduction Data in Mice

Dose 1600.0 mg/kg
pDam No. Fate¥* Implant Fetuses Sex Resorption- Average Fetus Remarks

Sites Alive Dead F Sites Weight (g)
P 3091 NP 0 ————
P 3092 P 12 12 5 7 0.94
P 3093 P 12 12 . 6 6 0.78
P 3094 P 11 9 5 4 2 0.98
P 3095 P 12 12 9 3 0.90
P 3096 P 13 13 6 7 0.82
P 3097 P 3 3 2 1 0.95
‘P 3098 P 12 12 6 6 0.80
P 3099 P 11 10 5 5 1 0.87
P 3100 P 13 12 5 7 1l 0.82
P 3101 P 14 14 5 9 0.84
P 3102 NP 0 ——
P 3103 P 14 14 6 8 1.17
P 3104 P 12 1 - 1 5 6 0.87
P 3105 P 14 13 7 6 1l 0.92
P 3106 P 12 12 7 5. : . 0.93
P 3107 )4 12 12 4 8 0.87 -
P 3108 P 10 10 5 5 1.00
P 3109 P 12 12 5 7 0.98
P 3110 P 10 10 5 5 0.94
P 3111 P 10 9 4 5 1l 1.19
P 3112 P 12 12 7 5 0.90
P 3113 P 10 10 5 5 1.01
P 3114 P 9 8 4 4 1 0.90
P 3115 P 11 11 6 5 0.91

* p = Pregnant; NP = Not Pregnant
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- FOC@AND DRUG

LABORATQHIES, INC. WAVERLY DIVISION
FINAL PO Box 107
REPORT , Waverly, New York 14892
 (807) 5652631

Submitted to: DHEW/Public Health Serv1ce Date August 20, 1973

Sample:

Marking:

Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1574 p
. Contract No. FDA 71-260

Clear 1ight yvellow liquid

FDA 71-73 (Hansen's; Starter distillate)

Examination Requested: Teratologic evaluation of FDA 71-73 in rats

Procedure:

\_esults:

Conclusion:

See Appendix I

See Tables 1 through 4 and Appendix II

On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham-treated controls."

FOOD and DRUG RESEARCH LABORATORIES, INC.

A}

Kerfmeth Morgareidgp, Ph.D.~P
Vice President

This report is submitted for the exclusive use of the person, partnership, of corporation to whom it is addressed, and neither the report nor the name of these
Laborstories nor of any members of its staff, may be used in connection with the advertising or sale of any product or process without written authorization.
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) FOOD AND DRUG RESEAR\C LABORATORIES, INC.

Groups: 291 through 296 Date: July 23, 1973
. Table 1 :
Material :_FDA 71-73 Laboratory No. :_ 1574 p _
Fate Summary
( Rats )
Group Material Dose** Total : Surviving at Term
mg/kg Mated Pregnant Total Pregnantl
{
291 Sham 0.0 25 22 25 22
292 Aspirin* 250.0 24 _ 21 , 24 : 21
293 FDA 71-73 16.0 25 23 25 23
294 ' FDA 71-73 74.3 25 20 25 20
295 FDA 71-73 345.0 25 22 25 S 22
296 FDA 71-73 1600.0 25 - 21 25 21

* positive Control: 250.0 mg/kg
*% padministered as a water solution (See Appendix I)

1) 1ncludes —'all dams examined at term



) FOOD AND DRUG RESEARCG ORATORIES, INC. )
Group:_29] through 296 Date:_guly 23, 1973 :
Table 2 I
Material :FDA 'L]i-73 Reproduction Data - Laboratory No._1574 p
( Rats ) ’
Group: 29) 292 293 294 295 296
Dose (mg/kg) : Sham Aspirin** 16.0 74.3 345.0 . 1600.0
Pregnancies
Total No. 22 21 23 20 - 22 21
Died or Aborted (before Day 20) 0 0 0 0 0 0
To term (on Day 20) 22 21 23 20 " 22 21
Live Litters
Total No.* 22 20 23 20 22 . 21
Implant Sites . _
Total No. 241 237 276 223 263 233
*  Average/dam* 11.0 11.3 12,0 11,2 12.0 11.1
Resorptions _
Total No.* 6 30 1 2 3 2.
Dams with 1 or more sites resorbed 2 5 1 2 3 2
Dams with all sites resorbed -- 1 - - - -
Per cent partial resorptions 9.09 23.8 4.35 10.0 13.6 9.52
Per cent complete resorptions - 4.76 - - - -
Live Fetuses , .
Total No. 235 202 275 221 260 231
Average/dam* 10.7 9.62 12.0 11.1 11.8 11.0
Sex ratio (M/F) 1.03 1.35 0.99 1.01 0.82 1.04
Dead Fetuses ‘
Total* - 5 -— —_— - —-_—
Dams with 1 or more dead - 1 -— - - -
Dams with all dead - - - -— - -
Per cent partial dead - 4.76 - - - -
Per cent all dead - — - - - -
Average Fetus Weight, g 3.77 2.53 3.73 3.71 3.76 3.81

* Includes only those dams examined at term.

** Pasitiva Control: 250.0 ma/k.



‘ FOOD AND DRIG RESEARCH LABORATORIES, INC.
Groups 291 through 296 Laboratory No. 1575 p

Table 3
Material FDA 71-73 Date_ July 23, 1973
Summary of Skeletal F indings *
( Rats )
Group No. : 291 292 ‘ 293 294 295 296
Findings X ,
Dose (mg/kg): Sham Aspirint+* l6.0 74.3 345.0 1600.0
Live Fetuses Examined 165/22 140/20 191/23 155/20 182/22 162/21
(at term) . .
Sternebrae
Incomplete oss. 54/20 77/20 62/20 42/17 39/16 43/14
Scrambled
Bipartite 171 3/3 1/1 2/2 1/1
Pused )
Extra 1/1 ,
Missing - 5/3 116/20 9/5 19/9 2/2 14/6
Other '
Ribs
Incomplete oss. 3/2 1/1
Fused/split 2/2
Wavy - 18/11 69/17 30/11 19/8 8/5 25/10
Less than 12
More than 13 4/4 84/16 3/3 4/2 3/2 2/1
Other
Vertebrae
Incomplete oss. 23/11 1l10/20 12/5 30/15 14/10 15/7
Scrambled
Fused
Extra ctrs. oss.
Scoliosis
Tail defects 2/1
Other _
Skull
Incomplete closure 25/14 49/16 25/13 26/14 21/8 35/12
Missing 1/1
Craniostosis
Other
Extremities :
Incomplete oss. 8/5
Missing
Extra
Miscellaneous
Hyoid; missing 17/10 74/20 21/12 " 14/8 16/9 27/11
‘Hyoid; reduced 13/9 13/11 24/10 28/13 14/9 - 11/8

* Numerator=Number of fetuses affected; Denominator=Number of litters

af
** Positive control: 250.0 mg/kg fected.
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 291 through 296 Date July 23, 1973
7 -7 ) .
Haterigl FDA 71-73 Table 3-a Laboratory No. 1574 p
Summary of Soft Tissue Abnormalities
(Rats)
Group Material Dose Level Dam Number of Description
mg/kg Pups
z - 202 Aspirin® 250.0 A 4937 1 Umbilical hernia
!
% A 4940 2 Encephalomyelocele
? . 1l Anopia
i‘ .
A 4945 1 Encephalomyelocele
A 4947 1 Encephalomyelocele
A 4953 2 Meningoencephalocele
{ > 1l Exophthalmos
: A 4955 3 Encephalomfelocele
§ 1 Exophthalmos
f A 4960 1 Encephalomyelocele;
g gastroschisis; renal
i agenesis
294 FDA 71-73 74.3 P 4052 1 Gastroschisis
Gastroschisis

295 FDA 71-73 345.0 P 4074 1

o

* Positivg‘cOntrolz 250.0 mg/kg
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F OOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 291 through 296

Date July 23, 1973

Table 4 _ '
Species Rats , Laboratory No. 1574 P
Average Body Weights*
- T TETTTIIESSTSTSS=SoTTIIo4=c Day-------=--==T=======T=oo
Group Material Dose
Level 0 6 11 15 20%#
mg/kg = mmemeseeeceeme—maooo T e e L T D Tt
291 Sham 0.0 22) 242 257 276 341 (22)
292 Aspirin#w* 250.0 226 245 256 273 1323 (21)
293 - FDA 71-73 16.0 228 246 263 286 358 (23)
294 FDA 71-73 74.3 225 . 242 259 279 344 (20)
295 FDA 71-73 345.0 222 238 255 278 348 (22)
296 FDA 71-73 1600.0 233 249 260 287 350 (21)

*
& %
kk*

Of pregnant dams

Number of surviving dams in parentheses (c.f; Table 1)

Positive control:

250.0 mg/kg
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R, | . Appendix I

Teratology Study in Rats .

~ Virgin adult female albino rats (Wistar derived steck)‘were

individually housed in mesh bottom cages in temperature and humidity-

'contrelled quarters with free access to food and fresh tap water.

They were mated with young adult males, and observation of the vaginal
sperm plug was considered Day 0 of gestation. Beginning on Day 6

and continuing daily through Day 15 of gestation, the females were
dosed with the indicated dosages by oral intubations. The controls
were sham treated with the vehicle at a level equivalent to the group
receiving the highest test dose. The test material was prepared

and doses calculated according to the following table:

Dosage Dose Concentration
(mg/kg) (ml/kg) (mg/ml)
£ 250 1 = 250
251 - 500 2 125 - 250
501 - 750 3 .133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 | 208 - 250
1501 - 1600 6.4 235 - 250

Body weights were recorded on Days 0, 6, 11, 15, and 20 of
gestation. All animals were observed daily for appearance and be-
havior w1th partlcular attention to food consumptlon and welght, in
order to rule out any abnormalities which may have occurred as a
result of anorexic effects in the pregnant female animal.

dn Day 20 all dams were subjected to Caesarean section under

surgical anesthesia, and the numbers of implantation sites, resorption

"gites, and live and dead fetuses were recorded. The body weights of
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the live pups were also recorded. The urogenital tract of each dam

" was examined in detail_for anatomical normality;

'All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third'of the fetuses of each litter
underwent detailed visceral examinations employing the Wilson |
technique. The remaining two-thirds were cleared in potassium
hydroxide (ROH), stained with alizarin red S dye and examined for

skeletal defects.




Group

291

Material Sham

FOOD AND DRUG RESEARCH LABORATORIES, INC."

Appendix IX

.(Individual)

Date_ July 23, 1973

Laboratory No.1574

. - Rats

Dose 0.0 mq/kg Reproduction Data in
Dam No. Fate* Implant Fetuses Resorption: Average Fetus Remarks

Sites Alive M F sites Weight (g)
S 4936 P 9 9 6 3 3.76
S 4937 P 11 11 3 8 3.52
S 4938 P 11 11 6 5 3.57
S 4939 NP 0 ————
S 4940 NP 0 ———
S 4941 P 12 12 9 3 3.61
S 4942 P 14 14 8 6 4.05
S 4943 P 7 7 4 3 3.96
S 4944 P 4 4 2 2 4.41
S 4945 P -7 7 2 5 4.04
S 4946 P 13 13 5 8 4.10 -
S 4947 2 15 15 9 6 4.02
S 4948 P 9 5 2 3 4 3.09
S 4949 P 13 13 7 6 3.64
S 4950 P 14 14 7 7 3.48
S 4951 P 12 12 6 6 " 3.81
S 4952 NP 0 ———
S 4953 P 9 9 3 6 3.71
S 4954 P 13 13 4 9 3.31
S 4955 P 13 13 6 7 3.96
S 4956 P 13 11 3 8 2 3.87
S 4957 P 14 ‘14 12 2 3.71.
S 4958 P .9 9 5 4 4.11
S 4959 P 12 12 -6 6 3.72
S 4960 P 7 7 4 3 3.51

.

* P = Pregnant; NP = Not Pregnant
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Group 292

Material Aspirin

O

FOOD AND DRUG RESEARCH LABOFATORIES, INC.

Reproduction Data in

Appendix II

(Individual)

J

Date_gJuly 23, 1973
Laboratory No._1574

Rats
Dose 250.0 mg/kg
Dam No. Fate* Implant Fetuses Resorption- Average Fetus Remarks
Sites Alive M F sites Weight (g) -
A 4936 P 10 10 6 4 2.72
A 4937 P 9 9 4 5 2.59 .
A 4938 P 12 12 - 4 8 3.14
A 4939 P 12 12 4 8 3.03
A 4940 P 15 15 ) 9 2.38
A 4941 NP 0 ——
A 4942 P. 14 14 10 4 3.19
‘A 4943 P 11 11 9 2 2.94
A 4944 P 9 4 3 1 5 1.87
A 4945 P 10 9 5 4 1 2.20
A 4946 P 15 15 10 5 2.74 .
A 4947 P 11 6 4 2 5 2,12
A 4948 P 13 8 5 3 2.28
A 4949. P 13 13 7 6 2.67
A 4950 NP 0 ————
A 4951 P 13 13 11 2 2.83 .
A 4952 P 10 10 7 3 2,81
A 4953 P 7 7 1 6 1.75
A 4954 Not Assigned -
A 4955 P 9 9 ) 3 2.27 '
A 4956 P " 10 10 6 4 2.76
A 4957 NP 0 ‘ ———
A 4958 P 11 11 6 5 2.69
A 4959 P 12 . 12 —
A 4960 P 11 4 2 2 7 1.66

P = Pregnant;

NP. = Not Pregnant



FOOD AND DRUG RESEARCH LABO RATORIES, INC.-

vaee - | __July 23,1973
) Appendix II ‘ Date__ July 23, 197
Material FDA 71-73 . Laboratory No. 1574 p

Reproduction Data in Rats (Individual)

Dose 16.0 mg/kg '
Dam No. Fate* " Implant Fetuses Sex Resorption: Average Fetus Remarks

Sites Alive Dead M F Sites Weight (g)
P 4001 P 11 11 6 5 3.65
P 4002 P 12 12 8 4 3.32.
‘P 4003 . P 13 13 7 6 4.03
P 4004 P ‘9 9 4 5 3.74
P 4005 NP 0 ——
P 4006 P 14 13 5 8 . 1 4.22
P 4007 P 12 12 7 5 4.01
P 4008 P 13 13 ' 10 3 3.78
P 4009 P 14 14 7 7 3.65
P 4010 P 12 12 5 7 3.43
P 4011 P 11 11 3 8 3.86.
P 4012 P 14 14 5 9 4.18
P 4013 P 9 9 4 5 3.51
P 4014 NP 0] : : : ———
P 4015 P 12 12 7 5 3.58
P 4016 P 13 13 10 3 3.99
P 4017 P 15 15 ' 9 6 3.28
P 4018 P 9 9 3 6 3.86
P 4019 P 12 12 2 10 3.68
P 4020 P 11 11 4 7 3.84
P 4021 P 13 " 13 8 5 3.83
P 4022 P 11 11 7 4 3.73
P 4023 P 12 12 5 7 3.79
P 4024 P 10 10 .3 7 3.41
P 4025 P 14 14 8 6 3.33

* p = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC. '

294

Group _ Appendix II Date July 2321973 .

Material FDA 71-73 : - Laboratory No._ 1574 p
Reproduction Data in Rats (Individual) ~

Dose 74.3 mq/kq ‘

Dam No. Fate* " Implant Fetuses Sex ‘Resorption- Average Fetus Remarks .

' Sites Alive Dead M F sites Weight (g)

P 4031 P 14 14 11 3 4.06

P 4032 NP 0 ' e .

P 4033 P 13 13 - 5 8 3.60

P 4034 P 14 14 : ' 8 6 3.33

P 4035 NP 0 ——

P 4036 P 13 ‘ 13 3 10 3.65

P 4037 NP - 0 ) ————

P 4038 P 11 11 7 4 3.74

P 4039 P 12 12 4 8 : 3.52

P 4040 P 9 8 5 3 1l 3.78

P 4041 NP 0 ' ——

P 4042 . 9 9 5 4 3.78

P 4043 P 13 13- 4 9 3.67

P 4044 . NP 0 o ————

P 4045 P 8 8 - 4 4 3.82

P 4046 P 14 14 5 9 ' 3.73

P 4047 P 13 12 8 4 1 3.57 °

P 4048 P 11 11 5 6 3.82

P 4049 P 14 14 7 7 3.67

P 4050 P 10 10 6 4 3.82

P 4051 P 13 - 13 10 3 4.05 !

P 4052 P 10 10 4 6 3.70 :

P 4053 P 12 12 6 6 3.85

P 4054 P 4 4 1 3 3.31

P 4055 P 6 6 3 3 3.72

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Grou 295 . .
P Appendix II Date July 23, 1973
Laboratory No._ 1574 p

Material FDA 71-73

Reproduction Data in Rats (Individual)

Dose 345.0 mg/kqg
Dam No. Fate* ~ Implant Fetuses Sex _Resorption- Average Fetus PRemarks
Sites Alive Dead M F sites Weight (g)

P 4061 P 13 13 4 9 3.69
P 4062 P 17 17 9 8 3.79
P 4063 .P 10 9 4 5 1l 3.90
P 4064 P 10 10 6 4 3.72
P 4065 P 14 , 14 4 10 4.01
P 4066 P 14 : 14 5 9 . 3.78
P 4067  J 11 10 4 6 1 3.79
‘P 4068 NP 0] ——
P 4069 P 12 12 7 5 3.68
P 4070 NP 0 —
P 4071 P 12 12 8 4 3.78
P 4072 P 11 10 5 5 1 3.91
P 4073 P 12 12 5 7 3.94
P 4074 P 11 .1 4 7 3.64
P 4075 P 11 11 6 5 3.64
P 4076 4 14 14 6 8 3.70
P 4077 NP 0 ‘ ———
P 4078 P 12 12 4 8 3.83
P 4079 P 13 13 7 6 4.08
P 4080 P 11 11 5 6 3.90
P 4081 P 10 ’ 10 3 7 3.56
P 4082 P 12 “12 5 7 3.60
P 4083 P 11 11 7 4 3.71
P 4084 P 11 11 5 6 3.62
P 4085 P 11 11 4 7 3.46

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC. .

Group 296 Appendix II . Date_ July 23, 1973

Material FDA 71-73 - N ‘ Laboratory No._ 1574 p

Dose 1600.0 mg/kg Reproduction Data in Rats (Indiv;dual)

Dam No. Fate®* " Implant Fetuses Sex Resorption Average Fetus Remarks
Sites Alive Dead M F Sites Weight (g)

P 4091 NP 0 ———

P 4092 P 13 13 7 6 3.91 T

P 4093 P 10 10 . 4 6 3.71

P 4094 P 13 13 7 6 4.08

P 4095 P 12 12 6 6 3.81

P 4096 P 12 : 12 9 3 . 3.66

P 4097 P 7 7 3 4 3.85 -

‘P 4098 P 12 12 5 7 3.73

P 4099 P 12 12 6 6 3.63

P 4100 P 13 13 12 1 3.96

P 4101 P 11 11 5 6 3.58

P 4102 P 8 8 4 4 3.26

P 4103 P 10 9 3 6 1l 3.71

P 4104 NP 0 ‘ ————

P 4105 NP 0 ——

P 4106 P 11 11 8 3 4.00

P 4107 P 13 13 7 6 5.17 °

P 4108 P 14 14 5 9 3.70

P 4109 NP 0, ‘ e

P 4110 P 14 14 8 6 3.37

P 4111 P 11 11 4 7 3.77

P 4112 P 16 16 6 10 3.87

P 4113 P 5 5 3 2 3.73

P 4114 P 8 7 3 4 1 T 3.56

P 4115 P 8 i 3 5 3.86

* P = Pregnant; NP = Not Pregnant
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) ~ . FOOD JAND DRUG

LABORATORIES, INC. WAVERLY DIVISION
FINAL Poyte )1
- REPO RT : c&s&:t.;:agcvommz
: . (607) 565-2931
Submitted to: DHEW/Public Health Service Date August 20, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1575 p
Contract No. FDA 71-260

Sample: Clear light yellow liquid

.Marking: FDA 71-73 (Hansen's, Starter distillate)

Examination Requested: Teratologic evaluation of FDA 71- 73 in hamsters

Procedure: See Appendix I
- desults: See Tables 1 through 4 and Appendix II

Conclusion:

On the basis of the data presented herein, the following
conclusion appears to be warranted: : o

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham-treated controls."

FOOD and DRUG RESEARCH LABORATORIES, INC.

Kenneth Morgareidgd, Ph.D.
Vice President

This report is submitted for the exclusive use of the person, partnership, or corporation to whom it is addressed, and neither the report nor the name of these
Laboratories nor of any members of its staff, may be used in connection with the ‘advertising or sale of any product or process without written authorization.




) FOOD AND DRUG Rsszu.)msona-roams, INC.

Date:__ July 23, 1973

Groups: 291 through 296
Table 1
Material : FDA 71-73

Fate Summary
( Hamsters )

N

Laboratory No. :_ 1575 p

Surviving at Term

Group Material Iose*® Total
: mg/kg Mated Pregnant Total Pregnantl
201 Sham 0.0 25 2 25 21
202 Aspirin* 250.0 25 24 25 24
293 | FDA 71-73 16.0 25 » 2 25 21
294 FDA 71-73 74.3 25 21 25 L 21
295 FDA 71-73 5.0 Y 25 27 25
296 FDA 71-73 1600.0 26 | _ 23 26 23

* Positive Control : 250.0 mg/kg
** Administered as a water solution (See Appendix I)

1)Inc1ud_es all dams examined at term



‘j) FOOD AND DRUG RESEAR;jziasonamonlzs, INC. ' f:!

. Group: 291 through 296 . Date:_gnly 23, 1973
Table 2

Material:FDA 71-73 . Reproduction Data Laboratory No._1575p
( Hamsters ) '

Group: 291 292 293 294 295 296
Dose (mg/kg): . Sham Aspirin** 16.0 74.3 345.0 1600.0
| Pregnancies
Total No. 21 24 21 21 25 23
Died or Aborted (before Day 14) 0 0. : 0 o 0 0
To term (on Day 14) 21 24 21 21 " 25 23
Live Litters ‘
Total No.* ‘ _ 21 24 21 21 25 23
Implant Siﬁes .
Total No.: ' 316 342 302 303 365 333
*  Average/dam* 15.1 14.3 14.4 14.4 14.6 14.5
Resorptions :
Total No.* 4 2 - 6 4 2
pams with 1 or more sites resorbed 3 2 - 3 4 2
Dams with all sites resorbed - - _ - - - -
Per cent partial resorptions 14.3 8.33 “ - . 14,3 16.0 8.70

Per cent complete resorptions -

Live Fetuses - .
Total No. . 311 339 301 297 - 361 329

Average/dam* ' 14.8 14.1 14.3 14.1 14.4 14.3
Sex ratio (M/F) 0.70 0.78 0.72 0.68 0.64 0.80
Dead Fetuses ) :
Total¥* ' 1 1l 1l - - 2
Dams with 1 or more dead ' 1 - 1 1 - - 2
Dams with all dead - . e - - - -
Per cent partial dead 4.76 4.17 4.76 .- N 8.70
Per cent all dead -- - - =- - - -
Average Fetus Weight, g ) 1.73 1.75 ‘ 1.76 1.75 "1.80 1.76

* Includes only those dams examined at term.
*% Dhacitiva Cantrol: 250.0 ma/ka



FPOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups_291 through 296 Laboratory No._ - 1575 p
: ‘Table 3
Materialypp 71-73 Date_ July 23, 1973
' ‘ Summary of Skeletal Findings®*
( Hamsters )

Group No.: 291 292 293 294 295 296

Findings ' '
Dose (mg/kg):  Sham Aspirin**  16.0 74.3 345.0  1600.0

Live F etuses Examined 216/21  235/24 208/21 206/21 251/25  227/23
(at term) N

Sternebrae _ :

. Incomplete oss. 68/20 56/18 46/17 68/20 48/14 97/22
Scrambled : :
Bipartite 25/13 30/15 18/13 20/13 27/17 15/9
Fused .
Extra 2/1 1/1 5/3
Missing 40/14 30/12 38/13 . 38/15 37/11 52/17
Other

Ribs
Incomplete oss. 1/1
Fused/split 1/1 1/1
wWavy
Less than 12
More than 13 34/11 70/20 42/17 ~ 45/18 51/18 56/17
Other

Vertebrae
Incomplete oOss. 6/4 10/2 o 5/1 3/2 6/5
Scrambled
Fused
Extra ctrs. oss.
Scoliosis 1/1
Tail defects
Other

Skull .
Incomplete closure 1/1 1/1 1/1
Missing )
Craniostosis _
Other ,

Extremities :
Incomplete oss. 7/4 9/1 10/4 5/2 - 11/6
Missing
Extra

Miscellaneous
Hyoid; missing 5/5 - 10/2 3/3 5/3 2/1 4/2
Hyoid; reduced . 14/6 1/1 10/6 7/6 5/2 - 10/4

* Numerator=Number of fetuses affected;'Denominator=Number of litters

** Positive control: 250.0 mg/kg affected.
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POOD AND DRUG RESEARCH LABORATORIES, INC.

Groups__ 291 through 296 Date_ _131v 23, 1973
Material Fpa 71-73 Laboratory No._ 1575 p

Table 3-a
Summary of Soft Tissue Abnormalities
' (Hamsters)
Group Material Dose Level Dam Number of Description
mg/kg Pups
202 Aspirin# 250.0 A 5945 1 Gastroschisis
293 FDA 71-73 16.0 P 5009 1 Gastroschisis
294 FDA 71-73 . 74.3 P 5031 1l Hydrocephalus
f'.\ P 5043 1 Hydrocephalus
295 FDA 71-73 345.0 P 5080 1 Gastroschisis

*Positive control: 250.0 mg/kg
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F OOD AND DRUG RESEARCH LABORATORIES, INC..

Groups 291 through 296 : Date July 23, 1973
Table 4 . "
Species Hamsters : Laboratoxry No._1575 p

Average Body Weights*

. mee—seeces-—---< —m e e —-——— Day-=--=-=e----cscccormmmm=

Group Material Dose _

Level 0 : 6 8 10 14%*

mg/kg ~  -m-m==-ssosssssssssoossosoeos gm-==----s=osess sm-=sosses
291 Sham ' 0.0 129.1 130.9 136.4 147.8 173.5 (21)
292 Aspirin*** 250.0 125.0 130.0 134.3 145.5 169.8 (24)
293 ' FDA 71-73 16.0 125.6 128.6 133.0 144.6 170.9 (21)
294 FDA 71-73 74.3 121.2 - 123.9 128.8 139.9 164.1 (21)
295 FDA 71-73 345.0 123.1 125.8 ' .132.6 142.3 165.6 (25)
296‘ FDA 71-73 ~ 1600.0 125.2 128.8 ' 132.8 . 145.0 166.8 (23)

* Of pregnant dams i .
** Number of surviving dams in parentheses (c.f. Table 1)
#*%* positive control: 250.0 mg/kg
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Appendix I
Teratology Study in Hamsters.

virgin adult female golden hamsters from an outbred strain
were individually housed in mesh bottom cages in temperature and
humidity controlled quarters ﬁifh free access to food and fresh tap
water at all times. They were mated (1 to 1) with ﬁature males and
the appearance of motile sperm in the vaginal'smear was considered
as'Day 0 of gestation. Beginning on Day 6 and continuing daily
through Day 10 of gestation, the indicated dose levels of the test
material were administered by oral intubation. :The controls were

sham treated with the vehicle at a level equivalent to the group

receiviné the highest test dose. The test material was prepared

and doses calculated according to the following table:

Dosage Dose . Concentration
(mg/kg) (ml/kg) (mg/ml)

S 250 1 S 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 - 200 - 250
1251 - 1500 6 208 - 250
1501 - 1600 6.4 235 -~ 250

Body weights were recorded on Days 0,6,8, 10 and 14 of the
gestation period. All animals were observed daily for appearance
and behavior with particular attention to food consumption iﬁ order
to bet£er recognize any abnormalities resulting from anorexic effects
in the pregnant animal.

| On Day 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation sites, resorption




sites, live and dead fetuses were recorded. All live.pups were

weighed and the genitai tract of each dam was examined for any
anatomical abnormalities. _ |

All fetuses were examined grossly for the presence of external -
congenital defects.and one-third of each litﬁef underwent detailed
visceral examination employing the Wilson technique. The remaining
two-thirds of the pups were cleared in potassium hydroxide, stained
with alizarin red S dye, and examined for the presence of skeletal

abnormalities.
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Group 291

FOOD AND DRUG RESEARCH LABORATORIES, INC. -

Material_Sham

Reproduction Data in

Appendix II

Date July 23, 1973

Laboratory No._1575

Dose 0.0 k Hamgters (In@ividual)
Dam No. Fate* Implant Fetuses Sex ‘Resorption- Average Fetus Remarks
Sites Alive M F Sites Weight (g)

S 5936. NP 0 ———
8 5937 P 15 14 5 9 1 1.83
S 59138 NP - 0 ————
S 5939 P 14 14 8 6 l.68
S 5940 NP 0 3 ——
S 5941 P 15 15 7 8 1.92
S 5942 P 14 13 5 8 1 1.50

" 8 5943 P 13 13 6 7 1.96
S 5944 P 15 15 7 8 1.89
'S 5945 P 16 16 7 9 1.68
S 5946 P 14 14 6 8 1.63
S 5947 P 14 14 7 7 1.59
S 5948 P 14 14 6 8 1.62
S 5949 P 18 18 7 11 1.69
S 5950 NP 0 ————
S 5951 P 20 20 7 13. 1.57
§ 5952 P 11 11 6 5 1.54
S 5953 P 16 16 7 9 1.98

S 5954 P 13 13 4 9 1.81
S 5955 P 15 14 5 9 1.69
S 5956 15 - 15 4 11 1.75
S 5957 P 16 16 6 10 1.71
S 5958 P 17 17 5 12 1.75
'8 5959 15 15 . 8 7 1.83
S 5960 P 16 14 5 9 2 1.71

* P = Pregnant;

NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC, -

Groug 292 . _ .
P Appendix II | Date_ July 23, 1973

Material Aspirin

Laboratory No. 1575

Dose 250.0 mg/kq Repgoduction Data in Hamsters (Individual)
Dam No. Fate* - Implant Fetuses Sex Resorption Average Fetus Remarks
Sites Alive Dead M F gSites Weight (g)
A 5936 P 12 12 5 7 1.96 - &
A 5937 P 17 17 8 9 1.73
A 5938 P ‘10 10 4 6 1.73
A 5939 P 14 14 7 7 1.90
A 5940 P 14 14 6 8 2.01
- A 5941 ) 12 12 7 5 . 1.74
"~ A 5942 P 13 13 6 7 1.84
A 5943 P 8 8 4 4 1.98
A 5944 p 14 - 14 5 9 1.79
A 5945 P 15 15 7 8 1.75
A 5946 P 17 ' 17 7 10 : 1.81
A 5947 P 15 14 5 9 1l 1.10
A 5948 P 17 17 6 11 1.69
A 5949 P 13 13 7 6 1.55
A 5950 P 12 12 4 8 1.67
A 5951 P le 16 7 9 - 1.70
A 5952 P 19 19 7 12 1.68
" A 5953 P 17 17 6 11 21,92
A 5954 P 13 13 7 6 1.62
A 5955 P 17 17 8 9 1.70
A 5956 P 14 14 -8 6 1.74
A 5957 P 14 14 7 7 1.83
A 5958 P 13 12 3 9 1 1.73
A 5959 P le 15 1l 8 7 1.71
A 5960 NP 0 ————

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC. -

Grou 293 .
up Appendix II Date Ju]g‘ 23,'1973
Material FDA 71-73

.- ' Laboratory No. 1575 p
Reproduction Data in Hamsters (Individual) :

Dose 16.0 mg/kq
Dam No. Fate* Implant Fetuses Sex .Resorption Average Fetus Remarks
~ Sites Alive Dead M P sites Weight (g)

P 5001 NP 0 ——
P 5002 P 14 14 6 8 1.77
P 5003 . P 13 13 6 7 1.85
P 5004 P 10 10 5 5 1.70
P 5005 P 14 14 6 8 1.90
P 5006 NP 0 S T me——
‘P 5007 P 14 14 6 8 1.75

" P 5008 P 16 16 8 8 1.64
P 5009 D 9 9 5 4 1.70
P 5010 NP 0 ‘ ———
P 5011 P 15 15 5 10 1.84
P 5012 P 11 11 4 7. : 1.93
P 5013 P 14 14 5 9 ' 1.61
P 5014 P 16 16 7. 9 1.73
P 5015 NP 0 C m——
P 5016 P 17 17 7 10 : 1.62
P 5017 P 14 - 14 6 8 . 1.69

~ P 5018 - P 12 12 6 6 : l.67
P 5019 P 15 : 15 4 11 1.88
P 5020 P 17 17 4 13 1.75
P 5021 P 15 ” 15 . 7 8 1.66
P 5022 15 14 1 5 9 ) 1.91
P 5023 P 18 18 9 9 1.72
P 5024 P 15 15 .6 9 1.94
P P 18 18 9 9 1.68 "

5025

* P = Pregnant; NP -‘Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

- . t "
Group 294 Appendix II DateJuly 23, 1973 -
Laboratory No.1575 p _

Material FDA 71-73 :
Reproduction Data in Hamsters (Individual)
Dose 74.3 mg/kq
pam No. Fate* " Implant Fetuses : - Sex Fesorption: Average Fetus Remarks
Sites Alive Dead M F Sites Weight (g)
P 5031 P 18 , 15 5 10 3 1.29
P 5032 P 14 14 5 9 1.88 -
P 5033 NP 0 -
P 5034 P 13 13 5 8 1.65
P 5035 NP 0 : ' : -
P 5036 P 14 14 5 9 1.75
P 5037 P 11 11 3 8 1.76
" P 5038 P 11 11 5 6 1.912
P 5039 P 13 13 5 8 1,97
P 5040 P 14 14 7 7 1.81
P 5041 NP 0 _ ———
P 5042 P 14 14 5 9 - : 1.56
P 5043 P 11 10 4 6 1l 1.86
P 5044 P 17 17 8 9 - 1.49
"~ P 5045 P 11 -1l 5 6 1.89
P 5046 P 16 16 7 9 1.72
P 5047 TP 15 15 8 7 1.81
P 5048 P 12 12 5 7 1.64
P 5049 P 17 15 1 14 2 _ 1.79
P 5050 NP 0 - : ————
P 5051 P 17 17 6 11 1.46
P 5052 P 18 18 5 13 . 1.74 .
P 5053 P 17 17 9 8 1.9
P 5054 P 15 15 -9 6 ' 1.87
P R 15 15 8 7 : 1.91

5055

.

* p = Pregnant; NP = Not Pregnant



Appendix II Date_July 23, 1973
Material FDA 71-73 : ' Laboratory No. 1575 :
Reproduction Data in  Hamsters (Individual) OTY MOl R
Dose 345.0 mg/kg . .
Dam No. Fate* Implant Fetuses v Sex Resorption Average Fetus Remarks
Sites Alive Dead M F Sites Weight (g)

P 5061 P 20 20 8 12 1.71

P 5062 P 14 14 4 10 1.63

P 5063 P 12 12 4 8 1.78

P 5064 P ‘16 © 16 7 9 1.75

P 5065 P 18 18 7 11 1.59

P 5066 P 11 11 5 6 1.64

P 5067 P 12 12 4 8 1.59

P 5068 P 16 15 6 9 1 1.82

P 5069 P 14 14 5 9 1.94

P 5070 P 10 9 2 7 1 1.91

P 5071 P 12 12 ¢ 3 9 1.88

P 5072 P 14 14 6 8 K 1.46

P 5073 P 17 16 6 10 1 . 1.53

P 5074 NP 0 ’ [ —e——

P 5075 P ‘14 14 4 10 1,91

P 5076 P 14 13 5 8 . 1 1.83

P 5077 P 19 19 11 8 -1.90 °

P 5078 P 20 20 10 10 1.93
" P 5079 P 16 - 16 a3 13 1.74

P 5080 P 16 16 4 12 1.63

P 5081 P 14 14 7 7 1.94

P 5082 P 14 14 3 11 2.41

P 5083 NP 0 ——

P 5084 P 13 13 7 6 1.89

P 5085 P 13 13 8 5 1,98

P 5086. P 12 12 5 7 1.78

P 5087 P 7 7 1.88

i

FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Group 295

P SR SO S

14 14

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 296

_ Appendix II
Material _FDA 71-73

(Individual)

Date July 23, 1973

2
'
b»

¥V

Laboratory No._157S p -

Hamsters
Dose 1600.0 mg/kg Reproduction Data in
Pam No, Fate* - Implant Fetuses Sex ‘Resorption Average Fetus Remarks
 Sites Alive Dead M F sites Weight (g) '
P5091 | P 7 7 4 3 1.60
P 5092 P 10 10 5 ‘5 1,97
P 5093 NP 0 ———
P 5094 P ‘14 13 5 8 1 1.75
P 5095 NP 0 —
P 5096 P 1 11 3 8 1.72
P 5097 P 13 13 7 6 1.88
P 5098 P 14 14 7 7 1.77
P 5099 P 15 15 6 9 2.01
P 5100 ) 4 15 15 6 9 1.91
P 5101 P 12 12 5 7 1.83
P 5102 P 10 10 4 6 1.55
P 5103 P 16 15 1 5 10 1.56
P 5104 . 19 19 9 10 1.57
P 5105 P 13 13 11 2 1.90
P 5106 P 16 16 6 10 1.62
P 5107 P 20 19 1l 10 2 1.83
P 5108 P 16 15 7 8 1 1.77
~ P 5109 P 18 18 3 15 1.80
P 5110 NP 0 ——
P 5111 P 17 17 6 11 1,70
P 5112 P 16 16 7 9 1.63
P 5113 P 18 18 7 11 1.70
P 5114 Not Assigned
P 5115 P 16 16 7 9 1.68 :
P 5116 P 13 13 7 6. 1.85
P 5117 P 9 5 1.82

14 14

* P = Pregnant; NP = Not Pregnant



